Comment
True pemphigus, pemphigoid and dermatitis herpetiformis as defined by immunofluorescence occur in childhood (Bean & Jordan 1974) as well as a distinct immunofluorescence-negative 'benign chronic bullous dermatosis of childhood' (Bean & Jordan 1970) which corresponds clinically to juvenile dermatitis herpetiformis/pemphigoid. Clinically our case appears to be one of the latter, but immunofluorescence shows IgA as in true dermatitis herpetiformis where one might also expect evidence of an enteropathy (Fry & Seah 1974 ). It appears that bullous disorders of childhood have yet to be completely categorized. Case 1 Mrs S S, aged 30. Asian After nephrectomy for renal tuberculosis this patient was started on rifampicin, ethambutol, ethionamide and isoniazid. Nine months later she developed scaling and hyperpigmentation of the backs of her hands and forearms with a sharply demarcated upper margin (Fig 1) . Her mouth and tongue became sore and showed patches of hyperpigmentation. She was a strict vegetarian.
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Investigations: Twenty-four-hour urinary excretion of N-methyl nicotinamide normal (Dr K J Carpenter, Cambridge). Plasma concentration of isoniazid 6 hours after loading dose of 50 mg was 0.23 ,ug/ml, indicating a rapid acetylator phenotype. Skin biopsy from flexor aspect of wrist: hyperkeratosis with pigment granules in all layers of epidermis including stratum corneum. No evidence of pigmentary incontinence.
Case 2 Mrs A B, aged 40. Asian Developed pulmonary tuberculosis for which she was given PAS and isoniazid. Seven months later she developed erythema and irritation on the backs of her hands. The affected areas became scaly and hyperpigmented. She developed cheilitis and a sore mouth. She was a strict vegetarian.
Investigations: Twenty-four-hour urinary excretion of N-methyl nicotinamide was 0.55 mg/24 h (normal 2.34-12.7 mg/24 h). Plasma level of isoniazid 6 hours after loading dose of 50 mg was 0.78 ,ug/ml, indicating a slow acetylator phenotype.
Comment It is possible that both patients suffered from some degree of dietary deficiency of nicotinamide. However, isoniazid is known to precipitate pellagra, particularly in people with inadequate diets (Roe 1970) . The structure of isoniazid is very similar to that of nicotinamide and it has been suggested that it competes with the latter at its site of action. Harrison & Feiwel (1956) reported a case of florid pellagra precipitated by isoniazid and pointed out that a hydrazine complex is formed with pyridoxine. Pyridoxine is essential to the interconversion in the body of tryptophane to nicotinamide.
Another factor to be considered in the mechanism of isoniazid toxicity is whether the patient acetylates isoniazid rapidly or slowly. One of the present patients was a rapid acetylator and the other a slow acetylator.
In dietary pellagra the 24-hour urinary excretion of N-methyl nicotinamide is low. Theoretically, if isoniazid were to act as a competitive inhibitor of nicotinamide and the dietary intake remained unaltered, then the urinary metabolite excretion would be normal. One of the present patients had a normal urinary metabolite excretion and the other a low value. A reasonable interpretation of these results is that both had a relative and subclinical dietary deficiency which became apparent only when they were given isoniazid.
Both patients were investigated in the Photobiology Unit of the Institute of Dermatology, St John's Hospital for Diseases of the Skin, London, using monochromatic light from 300 to 700 nm. One gave completely normal results. The results in the other patient were inconclusive. Dr L Forman: I should like to emphasize that sensitivity to light is an important feature of pellagra in Caucasians and may explain the abdominal symptoms and diarrhcea in a patient who is then exposed to sunlight.
Dr -R Summerly: A young male white Caucasian patient receiving triple therapy, including isoniazid, for pulmonary tuberculosis became emotionally unstable and within a few weeks was frankly psychotic. He had some soreness of the tongue but no other gastrointestinal symptoms and his skin was normal. On transfer to 'verandah'-type accommodation he soon developed an acute dermatosis of the lightexposed parts as a result of which the diagnosis of pellagra was made. It seemed that sun exposure had been essential for the cutaneous manifestations of the pellagra syndrome to evolve. Dr C A Ramsay: I have never been able to undertake tests with artificial radiation on other patients with pellagra so it is difficult to make firm comments about results in the present cases. There has been discussion about the part played by sunlight in the induction of the skin changes of pellagra and the distribution in these patients is not entirely typical of a light-induced eruption. In particular, the involvement of the flexor aspects of the lower forearms is unusual.
Dr J S Pegum: One of these patients had the symptom of burning feet also. This can occur as a nutritional deficiency but has also been described as a side-effect of isoniazid (Pegum, 1952, Lancet ii, 536) . The mechanism is thought to be competitive inhibition of pyridoxine metabolism.
The following cases were also shown: 
